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This transmission Is Intended for the sole use of the Individual and entity to whom it Is addressed, 
and may contain information that Is privileged, confidential, and exempt from disclosure under 
applicable law. You are hereby notified that any dissemination, distribution, or duplication of this 
transmission by someone other than the intended addressee or its designated agent Is strictly 



prohibited, tf your receipt of this transmission Is In error, please notify this Arm immediately by 
collect call to (703) 205-8000, and send the original transmission to us by return mall at the address 

above. 

Comments: 

Thank you very much for telephoning our offices on 10 
June 2003. It is our understanding, based on that 
conference, that if the application were amended as shown 
on the attached sheets that all outstanding issues would be 
resolved and that you would pass the case to issue. No 
prior art was discussed. 

If our understanding is correct please so inform us by 
any means convenient to you. We reliably receive e-mail 
sent to mailroom@bslcb.com. 

As soon as we have your response we will contact our 
client, who will determine whether, and in what manner the 
application will be amended. 
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What is claimed is: 



1. /yA 1,1 aubstifa i t ad cyc li c afflinc der i vative represented by<ho 



fo ll ow ing^formula (I): 



A v D R 4 

(CH 2 )/ ^-.(CHjdrf-Y Z-R 5 
R (CH 2 ) P 



(I) 

wherein A, B, C, D, and T are the same or different from one another and each 
represents methine or nitrogen, provided that one and only one of them 
represents nitrogen; 

the bond represented by the following formula: 



represents a single or double bond; 

Y and Z are the same or different from each other and each represents 
methine, nitrogen, a group represented by the following formula: 

\ 

— C-OH 

/ 

or a group represented by the following formula: 

\ 

— N *0 

/ 

provided at least one of them represents nitrogen; 

R 1 and R 2 are the same or different from each other and each represents 

6 62 (fi 
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hydrogen, halogeno, hydroxy, lower alkylsulfonylaminoalkyl, lower halogenated- 
alkylsulfonylaminoalkyl, 2-pyrrolidinon-l-yl, l-hydroxy-l-fmethoxypyridyfjmethyl, 
methoxypyridylcarbonyl, l,3-propanesultum-2-yl, lower hydroxy pi peridyl- 
carbonylalkyl, lower hydroxyalkylamidoalkyl, lower halogenated-alkylamidoalkyi, 
^> lower dihalogenatedalkylamidoalkyl, 4Qw e r ' tictcromYkmiidoa l ky l , lower 

hydroxyalkylamidoalkyl, optionally substituted amino, nitro, lower alkyl, lower 
alkoxy, lower acyl, lower alkoxyalkoxy, cyano, lower alkylsulfonyl, sulfonylamido, 
hydroxy-lower alkyl, hydroxy-lower alkoxy, lower alkoxycarbonylamino, lower 
alkylsulfonylamino, N-lower alkylalkylsulfonylamino, lower acylamino, optionally 
substituted aminoalkyl, optionally N-substituted lower acylaminoalkyl, optionally 
substituted aryl, optionally substituted arylsulfonylamino, lower alkylsulfonyloxy, 
hydroxyiminornethyl, (2-pyrro[idonl-yl)methyl, (2-piperidon-l-yl)methyl, 
optionally substituted heteroaryl, optionally substituted araikyl, optionally 
substituted heteroarylalkyl, cycloaikylcarbonylaminoalkyl, optionally substituted 
ureido, optionally substituted ureido-lower alkyl, succinimido, (succinimido-l-yl)- 
lower alkyl, amido, optionally substituted carbamoyl, optionally substituted 
carbamoyl-lower alkyl, optionally substituted thiocarbamoyllower alkyl, formyl, 
aromatic acyl, heteroarylcarbonyl, halogenated lower alkyl, (2-imidazolidinon 
-l-yi)methyl, (2,4-imidazolidinedion-3-yl)methyl, (2-oxazolidon3-yl)methyl, 
(glutarimido-l-yl)methyl, optionally substituted heteroarylhydroxyalkyl, 
cyano-lower alkyl, 1-hydroxy lower cycloalkyl, (2,4-thiazolidinedion-3-yl)rnethyl, 
optionally substituted 4-piperidylmethyl, heteroarylacyl, pyrrol idinylcarbonyl-lower 
alkyl, optionally substituted aminosulfonylalkyl, carboxy-lower alkyl, or lower 
alkylamidoalkyl; or Alternatively R 1 and R 2 together may form optionally 
substituted alicyclej optionally substituted heterocycle or alkylenedioxy, provided 

6 63 G'* 
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these rings may be substituted; 

R 3 represents hydrogen, halogeno, lower alkyl, hydroxy / hydroxy-iower 
alkyl, lower alkoxy, formyl, optionally substituted aralkyloxy, hydroxy-lower alkoxy, 
optionally substituted sulfamoyl, or optionally N-substituted sulfamoyi-lower alkyl; 

R 4 represents hydrogen, lower alkyl, hydroxy-lower alkyl, lower alkoxyalkyl, 
optionally aryl-substituted aryloxyalkyl, or optionally aryl-substituted 
aralkyloxyalkyl; 

R 5 represents lower alkyl, lower acyl, lower alkoxycarbonyl, aromatic acyl, 
or a group represented by the following formula: 



wherein Q 1 and Q 2 are both single bonds, or one of them is a single bond while 
the other represents oxygen, carbonyl, a group represented by -NHCO-, a group 
represented by -NHSCV, or a group represented by >CH-R 7 , wherein R 7 
represents hydroxy, lower alkyl or halogeno: 

s represents 0 or an integer of 1 to 6; and 

R 6 represents optionally substituted aryl/optionally substituted heteroaryl, 



(optionally substituted benzoheteroaryl) 1,4-benzodioxanyl, 1,3-benzodioxolyl, 



-Q^CHzJs-Q'-R 6 




benzothiazolyl, or cyano; 



n represents 1; 



m represents 0 or an integer of 1 to 6; and 



p represents an integer of 1 to 3, 
-aad pharmacologically acceptable salts thereof. 



664 
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2 aA 3 7 4^tes^fa t e d cyclic th ii 'iih Jli uuIIvcl rapracantod by tho 



followin g^orrnula: 



R 4 

fl — (CH 2 ) m -Y^ J- R 



(CH 2 ) 



p 



wherein R represents a substituent of the formula: 




or 




wherein the bond represented by the following formula: 



and R 1 , R 2 , R 3 , R 4 , R 5 / Y, Z, m, and p are each as defined in claim 1, and 
pharmacologically acceptable salts thereof. 

3 The ^icubctit u t r d rylr ^ lni " ^■■"nti. . n r . art fnrth lrv claim 1 or 
a pharmacologically acceptable salt thereof, wherein m is 0 and p is 2. 

4 , The 1,1 subst i tute d nclic amine Uciwotivc as s et forth -t n A daim 1 or 
a pharmacologically acceptable salt thereof, wherein Y is methine and Z is 
nitrogen. 
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of 

5. The 1,4 subst i tute d cyc li c amine de ri vat i ve as sot forth i n i y laim 1 
or a pharmacologically acceptable salt thereof, which is a compound selected 
from among the following ones: 
(267) 

l-{l-[2-(4-methoxyphenyl)ethyl]piperidin-4-yl}-7"methoxy-l,2 / 3 / 4-tetrahydro- 
quinoline, 

(268) l^l-tZ-C^fluorophenyOethyllpiperidin-^ylVy-methoxy-l^^^-tetrahydro- 
quinoline, 

(269) l-fl^^cyanopropyOpiperidin-^yll^-methoxy-l^^^-tetrahydroquinoline, 
(270) 

l-{l-[2-(2-thienyl)ethyl]piperidin-4-yl}-7-methoxy-l / 2 / 3 f 4-tetrahydroquinoline / 
(271) 

l-{l-[2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7,8-dimethoxy-l / 2 / 3 / 4-tetrahydro- 
quinoline, 

(272) l-{l-[2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7 / 8-methylenedioxy-l / 2 f 3 / 4- 
tetrahydroquinoline, 

(273) l-{l-t2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7-methoxy-8-methyl-l / 2,3/4- 
tetrahydroquinoline, 

(274) l-{l-[2-(4-fluorophenyl)-2-oxoethyl]piperidin-4-yl}-7-methoxy-l / 2 / 3 / 4- 
tetrahydroquinoline, 

(275) l-{l-[2-(4-fluorophenyl)~2-hydroxyethyl]piperidin-4-yl}-7-methoxy-l v 2 f 3 / 4' 
tetrahydroquinoline, 

(276) l-{l-[2-(4-fluoropheny!)-2-fluoroethyl]piperidin-4-yl}-7-methoxy-l / 2 f 3 / 4- 
tetrahydroquinoline, and 

(283) 5-{4-[2-(4-fIuorophenyI)ethyl]piperazin~l-yl}-5 / 6 / 7,8~tetrahydroisoquinoline. 

666 G 
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6. A pharmaceutical composition comprising a therapeutically effective 

co*\ po\jv\J o? 

amount of the i, 4 subst i tute d cyclic amino derivat i ve or sa l t ao cot form in claim 1 
or fix szlt A 
in combination with a pharmaceuticaliy acceptable carrier. 

A 



7. A An agent for treating^ameliorating, and pr e vent i ng diseases against 
which serotonin antagonism is efficacious, which contain s the active ingredient 
the 1,1 oubot i tutod cyc li c am i no dorivot i w oa 3d fu i L lf i i ' i ^laim 1 or a 
pharmacologically acceptable salt thereof. 

8. a* An-ager* for treating^ ameliorating, ond preventi n g spastic paralysis, 
which eeafeatfl as the active ingredient ^thc 1,1 GubsUtulcd iydiL amine Ue ii votive 

set forth w claim 1 or a pharmacologically acceptable salt thereof. 

to*** coiwpdtitw^ 

9. A muscle relaxant which contains as the active ingredient #te- 

subct i tutcd cyclic omino derivative oa sot forth irt claim 1 opa t'w <M*WkVc 
pharmacologically acceptable salt thereof. 

10. aA process for producing a Ij^uhsr i h i f n rl r y rl ii amine derivative 

• fcprcoontod by tho fol l ow i ng formula : 

A 



r, si-^ r2 

A D R 4 

(CH ^ n \^V \ / 



N-H 5 



(CH 2 ), 



P 



wherein the bond represented by the following formula: 
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and A, B, C, D, R 1 , R 2 , R 3 , R 4 , R 5 , n, and p are each as defined in claim 1, which 
comprises removing, if necessary, the protecting group from a 1,4-substituted 
cyclic amine derivative (IX) represented by the following formula: 

A D 




(CH 2 ) n N ( N-Pr.G (IX) 

^^R 3 (CH 2 ) p 



wherein the bond represented by the following formula: 



and A, B, C, D, R 1 , R 2 , R 3 , R 4 , n, and p are each as defined in claim 1; and Pr.G 
represents hydrogen or a protecting group, and then reacting the same with L-R 5 
wherein R 5 is as defined in claim 1; and L represents a leaving group. 

11. ^A process for producing d.,^ subst i t u ted cyc l ic am i ne de i' ivdLimi (X> , 
t i s sbiL fuiLli w claim 1, which comprises reacting a fused cyclic amine represented 

A 

by the following formula: 



A D 



(CH 2 ) ' NH 



wherein the bond represented by the following formula: 



and A, B, C, D, R 1 , R 2 , R 3 and n are each as defined in claim 1 
with a cyclic ketone (VIII) represented by the following formula: 



6 6 8 V j{i A 
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j 



0 




N-Pr.G 



(VIII) 



wherein R 4 , p, and Pr,G are each as defined in claim 1 

in the presence of a reducing agent to thereby give a 1,4-substituted cyclic amine 
derivative (IX), removing, if necessary, the protecting group therefrom and 
further reacting the same with L-R 5 . 



12. A ^ l su b st i tuted cyc li c amino derivative r ep r ese n ted by the fol l owing ' 
formula: 



wherein the bond represented by the following formula: 



and A, B, C, D, R 1 , R 2 , R 3 , R 4 , n, and p are each as defined in claim 1, provided 
that the case where R 1 , R 2 , R 3 and R 4 are all hydrogen atoms is excluded. 



13. ^ A method for ^troat i n g a dicoasG to whieh serotonin antagonism i s 
off ic aciouEi which comprises administering an effective dose of the 1,1 cubctitu t ed 

ryrlir aminp riariwatiun ^ r nr fnrth irt rlaim i f or a pharmacologically acceptable 

salt thereof, to a person in need of such treatment. 



A D 
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[oA-re^h &* e dj) coy* poo* J o$ 

14. ^The 1,1 subst i tuted cyclic am i no dorivafetvo as ret forth in^ claim 1, in 

% which the bond represented by the following formula in the formula (I): 



4 



is a single bond, represented by the formula (XXI): 

R' B _c R 2 

AD R 4 

(CH,)/ T-tCH^-Y^ Z-R 5 

R3 <cni (XXI) 
or a pharmacologically acceptable salt thereof. 

15. A The M ' substituted cyc l ic e n mm Uu i vaUw as set fo i Hi i n A claim 1, in 
which m is 0 in the formula (I), represented by the formula (XXII): 

R b-c R 2 

A p R. 

(CH 2 )/ T Z— R 5 

R P (XXII) 

or a pharmacologically acceptable salt thereof. 

16. A The 4- , ^subst i tuted cyc li c aminp rtefmt ' wr w nnt forth i n ^Claim 1, in 
which m is 1 to 6 in the formula (I) or a pharmacologically acceptable salt 
thereof. 



6 7 0 {/ft 
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17. ft^ - oubotituted cyc li c am i ne, de ri vative roprogontod b^ the formula 
(XXIII): 

R 3 (XXIII) 
or a pharmacologically acceptable salt thereof. 

18. ^The &,1 su b s t ituted nyrl i r nmln a dpriv n tive a s set forth i i y clalm 1, in 
which the bond represented by the following formula in the formula (I): 



is a double bond, represented by the formula (XXIV): 

R b— c R 2 

^ X 4 

A D R 



(CH2)/ T-(CH 2 )X V Z- R5 



R ~ r (XXIV) 

or a pharmacologically acceptable salt thereof. 

19. /\The &, 4 substi t uted cyc l ic am i no dcr i votivo oo oet forth i n^ daim 1, in 
which the T is nitrogen. 



671 
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ABSTRACT OF THE DISCLOSURE 



A novel ^ - substituted o/cl i c amino derivat i ve ! represented by the 
fol l ow in g formula: 



wherein A, B, C, D, T, Y, and Z represent each methine or nitrogen; R 1 , R 2 , R 3 , R 4 , 
and R 5 represent each a substituent; n represents 0 or an integer of 1 to 3; m 
represents 0 or an integer of 1 to 6; and p represents an integer of 1 to 3; and 
pharmacologically acceptable salts thereof. The compound has a serotonin 
antagonism and is clinically useful as medicament, in particular, for treating, 
ameliorating and preventing spastic paralysis or central muscle relaxants for 
ameliorating myotonia. 



A 




(CH 2 ) p 



6 7 2 
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